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(57) Abstract: Compounds represented by the general formula Q] or 
pharmacologically acceptable salts thereof: Q] wherein G 1 is halogeno, 
alky 1 which may be substituted with alkoxy, or a group represented by 
the general formula Q|]: [|] (wherein B is optionally substituted ben- 
zene or the like; and W is a single bond or Cm alkylene which may be 
substituted with one or two alky 1 groups); Q 1 and Q 2 may be the same 
or different and are each hydrogen, halogeno, or alky 1; n is 0, 1 , 2, 3, or 
4; R 1 is hydrogen, optionally substituted alkyl, optionally substituted 
cycloalkyl, optionally substituted phenyl, or the like; Z\ Z 2 , Z 3 , and Z 4 
may be the same or different and are each CH or N, with the proviso 
that three or more of Z l , Z 2 , Z 3 , and Z 4 are not simultaneously N; G 2 
is hydrogen, -NR 3 R 4 , -OR 5 , or the like; and R 3 to R 8 are each indepen- 
dently hydrogen, optionally substituted alkyl, alkenyl, alkynyl, or the 
like. 
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ntt, 0, 1. 2, 3f-fctt4£&U 

Z 1 , Z*. Z 3 ^«ttXZ ,, tt. P-TfcfSfco-0>T*>J:<, CHSfctt 
N£3tU fc£U Z\ Z*. Z J fc«ktfZ 4 <&5S3^SU:**Nfcfca 

R 3 -R 8 tt» s^tadcur, *9ii^ aftsnTtxkv^i^k 
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U h l/*-><Z>7K$XK77V v>HU (AT P) © r-U >KS 

p3 8MAP^-if«, MAP+t-f© 

15 p3 8MAP^~iftt, jffi&^B? a(TNF-aK -f>*-D-T*>l 
( I L- 1 ) ^©IfclSteiM h#-f >*\ **HftJHIttP©;* h l/*j|3jfcfc£K:J;o 

1— ■enzmnt-rzafi* z.n^m^m^m^xs^—^mt. p3 8M 
ap^— wz&iTfe&itznzctiz&v). ^ttit-r h*-r>^©^ 

20 E&KHfr£«S*fcM«£lil'T> JtOfc^fem • fe^fSSS (mRNAO 
ViSo ime>©££a^ P 3 8MAP^t- iftt, 3fc£fii1M V^rf 

25 ttezvsmmm^t^z.znxKZo 

p 3 8MAP*t- v<Dmmmti,r\z. #312000-50330 4^ 

mz-i $ M-*Mtm¥Flfi* #§12001-114690 *t£f&K: 1, 3-f 
7*/-)Vmmft&. #§§2001-11477 9 1 , 3 -^7 X /-)V 
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y -k^t!ax^y^ iVr>V (Expert Opinion on Therapeutic Patents) 
(2000) 10(1) : 25-37 \Z>t^J-mWfc. Ku-Mmfc 7 7>SI*# V 

*56W*«»*U<fc5a:1-*l!Mitt, infcp3 8MAP*tHfllff|£Jlt 
[1] 5£ [I] : 
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V>T =fe £ C ! ~ c 4 7,mp k > *atf\ 

5 t?^$nss*su> . 

nWu 0, 1, 2, 3£fc»4£^U 

z\ z 2 , z 3 ^^z 4 tt, m--?hmte?r^Tb£<, tn^en. 

CH^fcttN^U^t. z\ z 2 , Z 3 ^«fcrXZ 4 ©5^30^± 

15 G 2 tt, 7K^^, -NR 3 R 4 » —OR 5 , -SR 5 , -COR 6 , -C 

HR 7 R 8 £fctt&fSt^5£g£^U 

R 3 ~R 8 «, St^tcMLT, zMtEB 1 , B&$ftWTt>,i:V>7 

20 nx^tt)J:^*JWWiK 7;m^->^+>-u;K 7;i/^;ux 

g^$nTViT*>«fcv^>^o7;^;v, g&sttrwr 

xh&^z/Zurfr&vm&tDVX-)^ w&znx^xb&^7 
x- )vm&*)i'tf~)V2ir£\zwm2 nx ^x *> £ v^^^sm 

25 Ife^^^^^T, 
[2] ifc [I a] : 
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'N — (CHj^R 1 [la] 



io v*c l ~c 4 7;Mri'>**u 

0, 1, 2> 3£;fc«4£3lU 
R'tt, -NR 3 R 4 , -OR 5 , -COR 6 *fctt-CHR 7 R 8 

7;wk r/Mr:=/k 7/Mr=/k *ms, 7^^^^, fi& 
20 snTVv-cfc£v>7^y\ WftsnwT>bJ;Vi7^*y-f^ 

s^^nTViTfe^v^jw^-r^K 7;p=i*->^^ , J;w 7 
;i^/wx/W?ryk m&snTv>T&.fcv*5^n7;Wk fi& 
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5 [3] ^a*^ Aoy>gf, ^bo, gm$nTv^T i b«fc^7;w*;K 

©&£ftTV>T ! &<fc^7;V:3*v'> tt&$ttTVvrfc«kV>7S/£<fctfi'7/ 
J: o jfcs&fr SS«nsH-*fctt^S 1-3 ©XTg&£ftTV>T t> J: 
V^>-lf>mTfeD> W«TJ&5, [2] E*©fc£«*fct!M-©Ha 

10 [4] nj&tO*fcttlTfc*» [2] [3] B«©fc£**fctt 

^©nawtfiF^u^s*. 

tiT^Tt>«fcVi7a:-;n?»s> [2] ~ [4] ©^rn^cfafc©^^ 

15 

[6] R 2 *i-NR 3 R 4 $fcB-OR 5 T?*5 v [2] ~ [5] ©Wfn 
[73 R 2 **-NHR 4 T&0, R 4 ^&£nTV>T*>.i:^7-MrJk 7 
20 t-f/k ©g|$nTV>T ! b«J:V^>^D7;i'^;K BSISnTViTt)<tVi7x- 

mm* frtf-frzrztew&'Z nx^x* £^w.mmiZ&wm* )i#-)vx & 
[2] ~ [5] <D^?nfr\zBn<D<t&®£t£\z*<D&mmzft®v52> 

25 [8] 31A^ AD^>gf, «*SnTV*Tfe.kV>7JMr/K s&s 

nwrfc^v^k^x a&£nwT&£vv73«/:fcj;i^>7/£9fifc 
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DTjww m&2nx^xh£K7^-)V£rz\zm&znx^xb&^mm 

R 2 *t> *mm^ — NR 3 R 4 % -OR 5 , -COR 6 £fcte-CHR 7 R 8 T-& 

7;Hr-;k 7;m*-x ©&snwTfcJ;v>7;kfr/'Ok s&sn 
10 TViT*>J;v^;w\^;K 7;m u;k g&$nwT$>£ . 

[2] mMoit^^it\t^<Dmmmizffmh^^o 

15 [9] ^A#, Any>gf, 7»*;k 7*3 *>\ 7;P^Tg«l 

$tlTV^T s foJ:^ i 75 / & J: ->7 J&5ito> 6>Sfc£tl<5 

20 R 1 *^ (I)tK^M^ 

(2) 7i-JK 7;i^*->* 7)V*)V75./, >?7^75A 7**/ 

^;v7$y, 7;v^*;w*~;v7aA 7;wi/®&snTv>Tfc£ 

25 (3) *© (i> ~ (v) «fcOfiJ5**^6S«n^l6T?aSI$nWTt>J:Vi 

s/>D7;w+;w: 

( 1 ) 7KI£jS> 

(i i) im7)vn*i'\*7)i'3*i'xm&2nx^x%£ 
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(i.i i) 757 (^75;it7MJK 7^/-fJ^^7» 

(iv) 7;w*;nwji*nT^T*>J:^*;wt ; E-f;K 43<k# 

(v) 7» (^7;w^;Hi7Kms> y^^fcitfTsyiOj* 

(4) *© (I) ~ (v t) J:D«»*6«tfn*3iT?WI*nTV>T'bJ: 

(i) Any^ISHS 

(i i) 7;P^ (BE7;PW^Nny>B^ *BKS*J:^7x3:;W 

(i i i) 3^7 A 
( i v) T)Vzi*z/. 

(v) 75/ (K73 / »7 W*±tf7JMr^*=^5lt« 

15 (v i) «9Ba«*K^ 

(5) » (i) ~ (iv) J;0jfcSffcfr&»^*XT«*3nTVvrfe^ 

d) 7;v.3^->*;v^-;k 

(i i) 7;^ (.m7)V*)V\*Xm&* 7)V3*^ &&Tfi7)V*)V 

(i i o Tfrijj-ifr&zts 

( i v) 7)V*)VWfc-)V 

25 Zj&tCH£fcteNT?&9^ 

R«#, — NR 3 R 4 » —OR 5 , -COR 6 ^c«-CHR 7 R 8 t?fe 

(1) 



WO 03/035638 



8 



PCT/JP02/10937 



(2) *© (i) ~ (v i i) J:0**»*5atfn**T«ft*^W 
Tb£^7)V*)V : 

(i i) 7JV3*3<\ 

( i v) 7)VU*z/*)V-#-)V. 

(v) &<Da) ~g) J:0rt*»^6»tfn**T?Wl*nTViTt> 
10 a) zKBfeg, 

b) 7;w*;i'g&3nwTfc«kv*75>\ 

c) 7)WM)\/7%J. 

d) 7JW^M-^75y, 

e) 7)V*)V (m7)V*M*7mm* 7*3*5/, T5y^J:tX 

f) #*#*5/:fc<fctf 

g) Tjv^vm^nx^xh^tDVA^)^ 

(v i) 7x-JU (*7x-;Vtt/NP^>fi : f» 7)V3*i/&£Zt : £ 

(v i i) m^m^S (WW!IKWa:7**il«l*nWT*»J: 

vo , ■ • 
(3) tjmt=jk 

25 (4) 7*3*5/, 

' (5)*® (i)~(iv) J:0**«*61tfn*»t«ISnTlf>T 

( i ) 

(i i) 7*3*3/, 
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(i i i) 75/ m7$/)*7fr*)Vl5&ZtT)Vi3/'()V&r)l&& 
(iv) 7;V3+y*M-;k 

(6) Tjwi^&snwTfcctv^w^OK 

5 (7) 7)lZl*z/ttDrV)V* 

(8) (i) ~ (vi i) &r)i$.5m^m\znz : m~zmmnT\,> 

(i) /\uy>mf. 
(i o *mm, 

10 (i i i) 7;m^r'X 

(iv) 7S.S m75/\*7)V*r)i. 7)Vt>J'()W 7)VZJ^i3 
)Vtf~)l>&£.Xf7)l*)\'X)\'-fc^)l'£ o es«nssT® 

(v) 7)i*)v m7)v^Mt7mm. 7)vzi^. 75/&&ZS7 
mxm&znx^xh^) . 

(v i) 7^y-f^^itf 

(v i i) 7)V^r)Vm^tlX^Xh^tJ)VA^)V, 

do) &© o) ~ (v) ±Qftz>mftiz>M\*nz>&xmmt<nx^x 

(i) 7)V*)V (^7MJHi7i^k 7)Vu* s s, 75/ 

&&zt7 frif-frW&z fix wr J; ;w\ ,: e-f o j&3SM>> 5 

25 Sk£n*ST§&£nTV>T*>£V>) , 

(i i) 7)V^*islJ)Vtf-)V. 

(ill) 7^*/-f;K 

( i v) 7)V*)VX)V*=.)V&£Zf 
(v) **7> 
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(12) &mm:&w&*)vx-)\, 

5 X$>%, [2] IBfSOD^^fc^cmSWfC^L^sm. 

[io] ^A*t, y^mm*. mmm*. 7n^¥)v^zrr^n^^ 

io n^o^fetti-eabo, 

r 1 *)*, (i) Tkmrn?. 

(2) 7xn;K 7)Vzt*^ 7JWV7S.S. 5?7;WW75A 7)l*J 

15 ttSSTg&SnTVvrfccfcV^Wk 

(3) Jfc© (i) ~ (v) «t>)^^6»^«nsSTa«l$nT^Tt)J:Vi 

( i ) tKKS, 

20 (i i i) 75 y («75y»7^;w, 7;kfry^;^fe£tf7;ww 

x;^-;p e fco^5»6S«nsstfg|ft$nTViT i bcfcVi) , 

(iv) 7)Wvm^nx^x^>^ij)VJi^M 

(v) 7jw m7)wv\t7mm&£zf7s. y £K>f&zmfrt>mi* 
nsSTfiH$nTViTt>j;vi) , 

25 (4) *© (I) ~ <i v) «kDl«a*^6atfn*ST«ft$nTV>Tt>J: 

(i) Auy>m^ 

(i i) Any^M^TS&SnWTfccfcV^Wk 
(i i i) ->7A 
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d v) r;m*~x 
(5) mMm&mr&Q* 

.Z3i«CH$fcliN-Cft0, 

R 2 #, Xmm?* -NR 3 R 4 > -OR 5 , ^diCOR 6 -e<60, 
5 R 3 ~R 6 **v KWZ&tLVT. 

(1) TkUM^ 

(2) (i) ~ (v i) «tO^^^M«n^STSm^tlT^T 

(i) *Mm. 

(i i i) 7;io*v-;&;m*z:;k 

(iv) &©a) ~e) «i;D^^e>3l«nSST-M^nTViT ! b 
a) 7jcilS> 

15 b) T)V*)VW&2nT^Th&^T$;, 

c) T;^/-f^T5/> 

nx viT *> «fc ;w\*^-r o e> s nss 

20 e) 7;l/^«&$ftWTfc«kV>#;W\*^f;k 

(v) y;i/zi^5/@^snTWb<kVi7x-;K 
(v i) 1gm^S. 

(3) 7)V>r-)W 

(4) 7*3*5/, 

25 (5) 7*3*$/, 7**/^*»3nTVvrfcJ;l>73yfc«fctf7* 

3*5/*/Mfcyw: p*£5i^ sgfcm^gTfg&snwTfcj; 

V>7**y-fA\ 

(6) (i) - (v) i^5^5S«nsSTIi$nT^T% 
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(i i) 7)V3*i/* 

(i i i) (^75;tt7;^iK 7)Vtl/^)V. 7)1***,* 

M-)u&£zt7)v*)v*)ift-)i,£ o f&zmfr zm&nzmx'wm 

(iv) (^y^w^Ksis, ys/fc.timi^g&s 

(v) 7;WPBife$nT^Tt)«k^*;wtqE<;k 

io (7) yai=.)vmm^nx^xh^7)^jv^zf7^=i^ti)v^ 

(8) 7mM&£zf7*j£Q&zm&zm\m2>mxm&znx\,*xh 
&^z/t7n7)v*)vmmi3)vtf-)w 

15 X&2>. [2] Emo^^^fc^c^awfc^u^^. 

[11] 5£[Ib] 
HNv. r13 

R 1 1 H> AD^>j|f, C,~C 4 7;p*/M3J:0tC 1 ~ 

c 4 7)vu rj i&zmft £®tfn3g&g u 

20 k«l£fc&2£^U k^2 0tf, 2 0CDR 11 tt^-Tt>M^oT^ 

R 12 fct (1) C^C A 7)V^)W 

(2) C 3 ~C 4 y^mjMfJK 

(3) ^Wt^rOM^k 
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(4) ->7A AO^>If, C 1 ~C 3 7;m*>\ C 1 ~C 3 7;i'*JI43 

&s tir v^t *> «fc > 

5 Z s teCH*fcttN£3!U 

R 13 tt, (1) (i) ~ (i i i) «k0j££S!^S&tfn5g , Tfg& 
;*mTV>Tfc«fcV>C 1 ~C 6 7,Mr;i' : 

(i) #©a) ~e) iO^^^ItftlSiTi^nt^Tfe 
«t Vi C 5 ~ C v p 7W, 
10 a) tKSIS, 

b) c 1 -c 4 mjna$nTw%i^7$y, 

c) c 1 ~c 4 T;w*y-f;v7.5y, 

d ) *B£S> 75/ £ £tf c , ~ c ^WMHtenxv »x *> 

15 tw^c,-c 4 m;K *3«fctf 

(i i) 

(i i i) C 1 ~C 4 7;WWMSI$nT^T%)<J:^*;W\^-f;K * 

20 (2) *0 (1) ~ (i I I) <k9j££i*^6mm5ST«&£nTV> 

Tt>J;ViC 5 -'C 7 i/^n7;WP: 
( i ) 

(i i) ym&> TB.y^^xsc^c^jv^vmL^nx^xh 
j; v^i/n^ o fissile e^wrnsg-eggis nwr t> 

25 J:ViC 1 -C 4 7;Wk 

(ill) c 1 -c 4 7JWVgift$nTViTfcci:v>*;w\ ,; E-r;i' 
[12] R 11 *^ #*B^ 7y*Bf, MR?, ^i^tf* h 
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5 -cfc*. [i i] ffimofls^sfctt^iiawfcw^ua^tt. 

[13] R^T&tTlc^ETSfctt^y^T'rfeD, 

10 r 1 3 &s ( i ) ^© ( i ) ~ ( i i ) «k o &®#ns«T-g&$ nx 

(i) zkBI^ tHD^i/C 1 ~C 4 T;W^«l;^C 1 ~C 4 7 

«n« s-eum $ nx v>t «fc c 5 ~ c 7 ^ o yju* ;k & 

15 £tf 

( i i ) *m3i> 

(2) ^© (i) - (i i i) «fct)^^e»^«nss-ram$nT 

( i ) *8£g. 

20 • ( i i > 75 J C ^C^Hr^e&SnWT 

(i i i)C 1 ~C 4 T^JPglfe^nTViT i b<J;V^JW\* ; E'f^ 
25 [14] flutB [1] ~ [1 3] W?nfr\Z&m<Dit&®£1t\t J Z:(Dm 

[is] tfiB [i] ~ [13] ©vi-rnd^c^®0{b^^fctt^-©m ■ 
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[16] ifli2 E i ] ~ [13] mvfnfriz&tfcoto&ys&ttittoM 
[17] ftfe&mmiimm&r'&z mm c 1 6 ] \zmmo^m - hmgm. 

5 

r7j^-;uj turn. «^f«B«*fctt^MR«©c 2 ~c 7 7;^-;w*J 
ff*u<«c 3 ~c 6 >'^D7;^;w^f^ns. 



WO 03/035638 



PCT/JP02/10937 



16 

^t<HC $ ~C 7 y^07M>Wen-5. 

rAoy>^j tvx\t. 7>>^ m.mm^. Mmm?, svmm=? 

io **u-yu;k *v**ijvu/k **u-$*7Vy/k xh?yu;k trou 

;k Ku^s?:=jk tryss^k tf^^;k hur^;k twj5?=jk 
tr^/u/k tw^-;k ^;p*U-;k <^yu;k hU7!/U;k -f 

itffidis? sa»in* i ~ 3 fio^M^^tym 

20 wen*. ^&&±v=mti&mimmm<DmftMtvx\t. ^7i>, 
7^>, 7^ifx eo-;k -r 5^/-;k tf7 v /-;k ^7y-;k -fy 
5F7y-;k ***y-;k -fv+iJV-Jk **i^7y-;k tfus?>, 
tru^x t!U5vx tf7i?>> hU7>?>, *^-yux -fy*/ux 
t7?ijy>, +^-yu>, ^;ux *o*>, -r>Ku> f x 

25 -ry-r>K-;k -r>K-;k yyx ^>>/77X ^>^7xx 3£ 

wens. 

[I] fc*5tf*3RB±©fl»X*&ttfc£to [la] fC*5tj"-5^A± 
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^7$/±©®&g£bX«, Mx.it. 7)^)V (mTJWm. 7)V 

7$;&&zf%)v#*^&*)fczm^mtnzw}-£tc\tmtLZ i 
-^isosxg&sttxfci:^) , 7;v*/-r;^*wfe>ns, m7$./\*. 
Mz.\t±mm&m&. i^\t2®^iyx^x%^<. m&mm*2®<Dm&. 

2 <a©m-&, &emgOT-£ tz « n& ^ x^x %> <t v>. 

20 fc£J» [I] £&tt£^B±0fi&;g:fc,fcrtft£4& [I a] fc:fctt£JgA± 

jw, sm$nxt)«t:^7;m^v', g&snxfcckv^^/fc^tfvov 
asgitfsns. mz&£v<\z/\uy>m=?. c^c^jv&i. c x ~c 4 7 

25 ;* MrS-^fiWIWf ^n*. 

CI] [I a] kl^^R 1 ^ r«iftsnx i b«fc^7;wuj X 

&5ii§£\ ^7;i/*;i/±©fil^StUX«, fllAfct 7)V*~)V. S/7A 7 
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©g&££UTteU «*tf, (1) (2) 7)l?*ts m?)Vn*=, 

tt, i~3®©7;io^>Tg&£nTfc£v>K (3) 75/ [^75/tt, 
10 (D ~ (v) «t o^s^ $m\zn%m-'%.td&mtz.z> i *^«2 pcdstm 

;k (tt*;i/A^-f;wtt, l £fcfct2<@©7;wi/Tg&£ 

tlTfeJ;^) , *J;«(v)7WX^jW „ (4) tiM^y, (5) 7 
15 n^STg^^tlTfeiV^ , (6) 7;i/^a^$nTViTt>«tV^;PA ; E 

20 Ttt, «Atf, (1) ;\oy>If, (2) "ho, (3) 7)V*)V &7)V 

Vi) , (4) 7;w$--;k (5) ->7A (6) (7> 7;io**>(K 

7;nmp>'«, Aoy>gf, ftAtf*^ 7frn*z/%)i>tf-)W #;w\** 

fcKigfcSl^fflOgTg&SnTfcJ;^) , (8) 75/ [1*75 
#© (i) - (iv) «t D^S»*^Stfn*H-*fc«||** 1 Sfc«2 

ttT <fc : (i) 7; (i i) 7;^ / -r ;k (i i i) jbJWW ;p 
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#;kfc;k (12) JuwTE'f* mtDVrt^MZ. &©(i):fc«fctf (ii)<£ 

5 V>: (i)7^ (^T;U^;Wi, l~3<107RmgTS&£ttTt>£V>) , & 
iMi)^D7W), (13) 7JWI^*\ (14) 7)l*)VX)ly 

j -jk (is) 7;w*;kx;kfr-;K ( i 6 ) 7 xn;k ( i 7 ) t- h ? y 
u;k (is) iifcaaMa*^*^ (mmmm&&t* 7wwj;r; 
7;k^*v#;k#~Jkfc o ss&n^ i~3 m©s 

10 Tm&StrCfcJ:^) mmtf R'3m&SnTfc«kV>7xz:;ke<&a 
^7x-;W*. t«l^fi±l2SIS*< l~3<@#bTViTt>«t<. 

liStLTH (1) ADy>If, (2) 7)V*)l m7)V*)V\t, AO 

*mM. 75.;, i3)i7£*is#£zt7 jL-)vx)v*-fr£r)j£zm 
15 js^stins^-^fctt^si-spros-rMSisnTfecfc^) , (3) v 
7 a (4) 7)vu*i' («E7;P3*^», ad^>i^ ajw**^ 7;v 

o**>#;ktf:=: ;k fc^/FE-f/k 7xn;w*J:at^*ij -jU*^fc^J: 

o^^^6»s«n^>i^-*fc«^-& i~3e©*T«&3nTfc£v>) ^ 

20 • h&<. #t$f*bVi&sti/TH2towe»ns. 

rw mmwz&m&*)i>tf-)i'rm&i<ntc7x-)V} n&zmG, mm 

;k tf^ u ~7;k tr^ ? s^jk ^e;1/* u x;m^tf e> . 

»ia63WWf6n*. H#0y£bT«, 7U)k fh7kFn7>J^ ^x- 

;k ^7 x /u;k -<y^u-yu;k #*tf^7v*u;k t£U-7;K truss? 

-;k t!7'7-;k t!<U^-Jk fcfnU^njk fc!5!/U;k xb^VlUk 
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ji^nsSTB^nWT'bJ:^) > ->7A zKBIg. 75 A 7Jk&A-r 

3L~)\,mm\f*>nz> „ m z.te±mwm&& 1 ~ 3 lt 

[I] &J;tf Cla] fc^tSntR^^bV^^tbTtt, 03 
MZ. (1) n*«0T*feoT> R 1 ^S^nTViTt>J;^7;i'^-CfeS ! fe(D, 

(2) n*llT^T, R 1 *W&2nT\<*X%&^z't7U7)\'*)VX$>Z>b<D. 

(3) rDjn^otvR'^ntWUl^i-mSt)®, *5«fc 
(4) nAUT^T, R 1 ^gmsnTViT i feJ:V^^5S;STfe^fe©^ 

jmfens. ^t»*u<«, (1) ntfox&^T. R^mm^nx^x 

h£\,*7)V*)VX$>2>'b<D. (2) niUT*oT, R 1 &m&t£nx^X%£ 
\,*73L-)lX&Z>%<Dm*mft>ft2>o ££fcflr£L<tt> (1) n#0T!& 
oT, R 1 ^C 1 ~C 4 mm5%0, (2) niUU^T, R^^x 
-;V (M7i^;Hl ~>7A ^M^^^^ckOfiKS^ 

frbM&nzmxm&znx^x*^) x&zhom-hmvfznzo 

[I] CI a] iZ&tfZR^R'tf rftg|$nT^T'b«fc^7^ 

(2) 7;K3*v, (3) 757 ttfcrs/tt. T)WS4fr&& 

©STB^^nTViTt-tvi) , (4) 7;m^->*;i'fc;K (5) 
7;wi/ [K'>^D7JWWt tKBIS, 7;v^g^^nrviT*>«J;^75 
a 7;i/#y-r;i'75 a 7^*^**n^rs/, 7W (»7W 
tt, 7;i^*~>. 75/*J:r;7;wi'msl$nTv>T ! feJ;v^;PA* 
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fc^&51~3j@©STB&£nTVvr%> t fcVV) , (6) 7i-iV 
~;W3u » (i) ~ (vi) 1 ~ 3<@®g 

(v)*;w\^;k (tD^hhu-ju*;^^ » C7) 

15 HtJIfcoWCbiV*. 

r 3 ~r 8 # mmm^:m^mm^nrc7)^)Vi ®mm 

twjsw, tfoui?-;K ^e;i/jKU-;w ^x~;k 7U/m 
20 anntfen*. 

V>Tfc<fc^) , i/^n7W (|^>£D7;i'4sMn~3fi©*mgT@& 
25 SnTWrfcJ^) , ^^S^^frfenS. K73/fck ^A«±I3S 

r 3 ~r 8 # rig^s:SBm7JV^T-ttm$nfc75yj m 



WO 03/035638 



PCT/JP02/10937 



22 

5 . ;p±©fi&££UT«, «&tf, 7;i^*~>\ 75./ <*75/tt, 
io r 3 ~r 8 # rstft^tiTViT i t>«fcv^;w , ? ; E'f ;i'j flEfc/wtt'f 

3ltf£>n£. tt*;WW^«» 0O*.«±?Btt&g£> l£fctt2fi*rLTl> 

15 mmft&^x&mmammvi&mmwzn. $f*u<«, 5£fc«6*^ 
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s?jk Kuss^/k t^s?~;k t!7Vu;K tfPU^-;K ^;v*u-;k 

20 t^wrsn*. ^S^^Stt, m^i3g&g£i~3«#LTv>TfcJt<, 

5/ 0*75/1*, 7)v*)Vi5£tf7)Vti y < ;i/<t o &afc*tt« m— 
-ji^wetis. □ 7;wm*, #Rfcf±iBg&g£ i-3§iri 



WO 03/035638 



PCT/JP02/10937 



24 

75.; m7$;\z. 7)),*)v&&tf7)vtJi)i&K)j&%mftzm\znz>m 
-tt\mfc2> i ztcizzmo&xmmznx^xh^) mmi^nzo 

tzmn^x^x 

15 it&m CI a] t:M5R 2 ttTH ff*L<«/-NR 3 R 4 i5J:tX-OR 

s wmf*>n. mzft£v<\z. -NR 3 R 4 a«*£tf£n, $e>w^u<a. - 
NHR 4 #^fens. 

R 2 #-NHR 4 Tf&£«^ R 4 ttm $?£L<tt, fi&$nWC%><i: 

x;w*--;w B&snT^Tt>«fcv>7;v;*j./'f;k B&sn-o* 
20 Tt>«fcVi*;wt^E-r;K B&snTv>Tfc<fc^5^D7,Mr;K B&$nxv> 

frtf-frtmfznzo m\zta-^v<\z. mm^nx^x%^7)v^)v^ 
tfw&2nx\,*xh&^2u7)v*Mmvft>n. $e»fc»*b<tt, c,~ 

25 Cs7)]/*c)V®L7)V*rMZ\i F *IT V>T t> «fc V>) , C 5 ~Cr>£ 

. en . cia] [i b] ^mm^m-i 
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Oivfn&fc^tf. Kc&m [I] , [la] CI b] tt, jilll^Tfe, 

[I] , [la] [I b] ©il&ftfcfl^Las&tbTte, «*fcflfi 

10 *m\Ofc&m [I] , [la] [I b] &td&*:<DW&. tO^r 

*mm<Dit&®> en » [ia] [i b] ^^©gs&fcfFgu 
3*8H& mnttp 3 8map^- afiWfflswfscfc^s, p 3 sm 

AP*t- fe?©J£ttft;*3<fctfp 3 8MAP+t- WHWTNF-a, I 
\z%m?$>Z> a tot, *3ftW©fc£fc [I] , Cla] £«ktf [I b] £fc 

&»ttm&. mm&m®0k> *vm&mm#k. mm&. 

mmmmm * &m&Mmm (mm&*iM&, * &He&&® 

20 mm mm. (7 h « * 

m&nwtmm. cm. Mfek . « 

&mm& imm& xasm&m) . wk* ±#tt**tt«ft 

3-;^, i>Hh**»*>ayf« » mmmrn mmst, mmm. mnm 
25 m , mih&bmm ^ottt^i*) » #a«^ ^ 

*tt*flae» AHtm. law. 7;wvrT-*r /t-*>y>a, 

zmmRfo&zzmmfrmiimm (gvhd) &<»:©> »*- waati/r 
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*mw>fc&m en > cia] [ib] tt\**<Dmmmz&®L 
•tm. mm. mm. mxmmom^ommmmthxm^cti)^^ 

5 *%W(Dfc&y>l [I] , [la] 43£tf [I b] %.rz\$*<DMWmz$t®L 

mmvtt. &n. ftn\z£?xh&tzz>&. 

M1%. 0 0 3~3 Omg/kg, tQt>\>mo. 01~10m 

*mW(Dlk&%l [I] . [Ia] £«fctf [lb] tt, TIE [Aifc] ~ [D&] 

©T«fcv>„ &t\z. its® [i a] &m^xnmo>mmz?z>&. [n 
^[ib] t>^cbTSii-rsei^T#5o 




ft 2 [la] 

15 

[la] \t. [II] tfls^ft [III] 

M-TZZ.ttfT'&Z (Journal of Medicinal Chemistry, 9. 858(1966)) „ & 
20 H&£LT«:, Kfo\zmmW*X.&2tS.^®1&X&tl\*£<, m%.\*. fh7t 
HD7^> (THF) , ?no*JW^ ■5Wr#>» 

;k x-x;k h;ux>w^tfsn5. -2o~so < c> tot> 

mm. mm. v>wt. p-wpx>7ji^>m, **>;^*>ii^#we> 
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CBfc) 




(5$#, Y^D^>g^ 7KKS^c«^kHo^^7x;i/^-r. nl 

Cia] fcfcwc, n^o-ea&p, RW^IE^TffeS-lS^: [I - 
a] -fb^ Civ] s»ss*T7^;Wb-r*i:fc» *%mik&® U 
a] fc*$n*fc£* [i-b] &m&rzzttf-?%z>. 

^ [IV] K^tSYrtVNny^jiC^Tfc^^ 

*aT*ntfj:<> fliAfcL i?^^;i/*;PA75H (dmf) , 5**^/i*/i< 
mtmyfznz. &&thx\t, mz.&* hjoa, Tki&fw-Mjo 
20 F^#tf e>n^o -2o~ioo t:, £ o frtt o ~ 3 o *c-e$?ii 

[iv] tz&tfz>Ytf7kwtm-v&z%&* miQM&& 

TffSmtmoft&.T'CnifctZZttfTZZ (Synthesis, 1 (1981)) . tmt 
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thf. $?**u-x >7nu*)VjAmmw*>n%. mnaMtixit, man. 
wens, wntnn wah r»/s?*^#>E^x^ 

5 *;^>K5?^>;K 1, l-7!/tf* (N, N-S?*3^*»A75 H) , 
1,1- (7l/5>*/Mfc:JW i?\Z1Vi?>#1fiWfZtl*. -3 

^ [iv] k:W«Y^tKn^^7-;n?***&, mm 

gjlli*J:^S©# : fiET'rllJST5C:t^-e^S (Tetrahedron Letters. 
10 39, 2933(1998)) . ^tUTtt. EI&fcl^g£R&$fcV^ig-?fcn«£ 

xtt, en*.^ am (id mtfimtfznz. m.mthx\t. hv 

>$d*#tf£n<5. -lo-ioo'c, tot>tt2 o~6 o , ce«F 

15 jgicstffts. 
CC*£) 




;CH2>ri-R 1 



(j£*K R 21 tt-NR 3 R 4 , -OR 5 tfc»-COR 6s *iU R 6a tt7;VU 
20 [V] <b^» [VI] , ft;^* [VII] [VI I 

i] tR&mtzzLtn. [i a] fc<gr£n*fc£* n-c] 

-fb£#j [V] fcffc&ft [V I] tv>fcfo\*, MM, ^ 

Mo^fiTT^Jfif^Clt^T^S (Journal of Organic Chemistry, 61. 
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7240(1996)) . *«6£UTtt, R*lcW«*R«SftVi*»T?*ntf«k<» 

/l7^£Al$##tf 6*13. &MtLT\$. mZ.\Z, ^hUr7A t-^h^'> 
5 h\ #'J£A t-r/Mfv'K, IWA t-^h^>h\ h'JX^;W75> 

swasifsn*. sswotL-m, 2, 2* -t*x (s^xxji/**:^ y) 

-1, 1' -£^:73\n^i&q£tf&n«. 3 0-15 01C, £0*) 

#6 0-8 ovcftm\zmft-?%o 

k&m [v] t<b^ [vii] toKmt. ®m*-cnm-z>ztfti?% 

HF, ?**1*X DMF, hM>, *9J-fr. 3& S-)\*Hfim*fe>ti 
5. #Rjfctt, 2 0-1 5 0*0, fcDt)lt7 o~io o*CTr$?£fc:jif?-f *. 

cv] tft^fe [viin £<DRj&\t* mm*. 

T, ftfe^43J:^M©#*ETT?^Jgt- *Ct3WT?#* (Tetrahedron, 55, 
15. 393 (1999)) . ®mtVT\*. BLfa£m&W*%.te£ti^®1&-?&n\£&<. M 

ns. Mtim wttf* l, i* (s?7i^v^7^;) 7 

20 xD-feX 1. 4-k'T. (y*7i-MX7^) 1, 3-tfX (5? 

Rfcfck 3 0-2 5 0t;, tDW8 0-1 2 O'CTffSikliifr'f 5. 
CD80 




:CH 2 Xr-R 1 



25 (S;^ mfctl£fctt2£SEU R J2 tt-NR 3 R 4 *fcli-OR 5 $*t. «&© 
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[ix] s, fls^fc [vi] [x] 
♦aw-fc^ft [i a] fc«n*fc£* [i-d] *«6fsct3&«Tr#*. 

fl?&* [IX] [VI] t©K*tt, gitTilfS d 

THF, DMF, 5?*^*/W**3'F«jWlf 6*1*. *RJfctt. 

o~isot\ o~i o.o < c-e»jitiifT-rs. 

[ix] tit&to [x] tos^tt, .«a©#ftT*«ttirr 

10 THF, S?***>, DMF, ^^^^S^H^^If &n*. 

^h^->h% ys^u^A^a^fen*. -30-100 *c, 

t o t>tt o ~ 3 o wmmtrnft-rzo 
±mrmi&i£nz{k-&® u a] \*. mfttoztizfi&fc^Rfo&m 

15 V>TWtg*©&&£bTte©ft;£4ai [I a] H 

vi. -ft^^j [i a] <DR 2 iz^^mmM<D^mizmvx\z. te (a 

(a&) 




[1-2] ^Aoy>-fb7K^i:*S^$-e:*iIi:-e> fb£$3 [1-1] 



WO 03/035638 



PCT/JP02/10937 



31 

v>. *u.mt. o~i 5 ot:, tvt>V6 o~8 o'c-cratciiff-rso 




io s^rr*- ) 

[i-i] £it&® [xi] [i-3] 

&&zMk&yi [i-4] £§^T£ 
is «f*rc*n«J:<. mn^vy. ^do^a, thf, dmf^ 

4 0-1 0 0*0, £0W-1 0-3 CCT'ffjit'jiff-r^. xt^t 
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10 



5t>, mm. ^*3&«totow-ff*UK 
a [xn \zmz>AW*m&n$>z>®&, *&mz* mm*, m&noft 

;w - 3 -x^/kfrjuw s h • mum&myf e>na. - 4 o 
~ i o o 'c, t Dfett- 1 o ~ 3 o wta-mtzmft'?** 

(cfc) 

x Y' n "r 10 

6 [xn] 
HN^jxm] 

R 10 *-NCO 
[XIV] 





08 «T;WW$g-r. X«/\n$*>iiC^£*1\ te©iE^&ji&iB£l^-©iii* 

£*rr-5. ) 

[i-i] it^m [xi i] > hu*xy>/^^ [xi 1 1] 

15 Sfcttft^i [XIV] fcJRj&SttSJlM, [1-5] 

[1-1] [XII] mm*T?5Lfe2#Z> d tfCcfc 0 , 

[i-5] ^sig-rsc *attLTtt, R^Kn^as^R 

20 J^tf^tlS. S [XI I] ©Xfc:fett*Any>SFP£L*m, 7 7l, & 

-2o~io.o , c, tofrtti o~6 o'c-effjticijiff-r^o 
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m [XI I I] *RjSStfS££fc«fcoT, [1-5] ZM&tZZ.t 

tfcfc^WX ^nn^;WA, THFWlf^ns. -2 0 

~ 1 0 0 *C, t D t>lt 1 0 ~ 6 0 "CTffiitjifTTS. 

5 [i-i] tib&to [xiv] &*«E*T?»6S«i:tK:«t 

0 R 9 tf*mm^&r>TR 10 tf7)V*)VX&Zfc&® [I -51 

H&tf, thf, JSfls^V'X *nn*;WAW36if&n*. - 
2 0~10 0'C> tOfcttl 0~6 O'CTftRiKlJlff'r*. 
10 (dtt) 




)OR 

it&m [1-7] ^^sf-cfc o jn*##-r * z.£\z&?t, its® [i-6] 

15 (ett) 




« ' / H— R 81 





(5£>K R 6 M;*Rft3nTVvr'bJ:V>75y£5&U ffiOE^ttMIBt^-© 
fll&« [1-6] [XV] t*. »^W©#ftT-es«s 
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-hujk dmf, THFmmtfznZo ffi&Mtvr\t. mtf, 1. i* 

-#;i^;wM^/--;k l, 3-?^n^>;^M^$K l 
W6>tl5. -30~100"C, ifl:btt0~7 Otrefrjgfcjtfx 

■rs. 




io gs*. mmmmtm-onmtt-rzo ) 

Ci-6] [1-7] «7cfsc:tlc:«t0, 

&£&w§&T&n&«fc<> mzjtt. thf. ^x^x-^Mf^tfsn 

15 HJ^A, **fc*£*y^£A*J^f&ft*. -2 0-7 0^ 

t d t>tt o ~ 4 o v,-eftmzmfi -rso 
(g£) 
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\t^m [1-9] hfc^m [xvn t*. mm*. m.m^xmmm<o 

fl/X THF, *DP#;W*> h;WX>^##tf StlSo **£LTfck 00 

10 yuw*xji/* d u h mtfimvfznz. - 1 o ~ 6 o t o t>n o 

±8© [A*£l ~ &tc\* (a&) - (g&) «oT#5n^ 

mo\t^m [i a] mMtio, mwm\zm®\s?z>mz&mr 

15 • Tfr*.tf<fcV>. 
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Cl-S0 2 



R 2 [3a] 




RO OR 



Me 




n 2 PI 

-fb£$i [1] tkHn^75>*6fi;^* [2] £®ijrr5£jStt> & 

0 ~ 1 5 0 x:. t o fett 6 0 ~ 8 0 wvfmzmff 
<b^ [2] th^ouHi^M [3] sajs-raRjfcti. 

te^mt&'v&ntt&K, mz-tt. Wc^vy. ^do*;k thf, h)V 

¥)VJL?)UT5.>. t!Uv>^#^tfe>tt£. -2 0-8 0 TC> £ 

0 fc> W 0 ~ 3 0 ■CTJfrjIKlitfT-rS. 
fl^Jfe [3] d^-fb^ft [3 a] £gtffr5R&te. fc^tl C3] 

x^y-;K s?***>, thf, ^*h*^x*>^ 
2 o~6 cc, tofrtto-3 ccrffaiicjiffra- 

*b-&% [3 a] #&fls#* [II] a*©3t7Gtt7;U* 
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•5 (Journal of Organic Chemistry, 61. 3849(1996)) . 




5 (5£*> l2#ttllrl3i:^-©Si*<&Wr5o ) 

-ib^ [4] tt^wrv&frzik&m [5] *»Err*E«tt, 

n«i<, thf, ^x^x— s^h^>x*>^#*£tfs 
ns. -9 0-01:, 0 — 4 0 < c-z?$?jti;:ii?rf5. 

10 [5] [6] *5<fctf [7] trnXfoG® [8] fctBOT* 

±£l/fc, it£® [1] J^Sfl;^* [2] &&Zt [3] *«Tft^% 
[II] ft«^a^tH*KtT«rraJli:38l«T!**. 
it&® [8] [III] [9] S«jfiTSR*tt, ±IH 
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tesm [9] tits* civ] fruits® tv] *mm-zm\t, "±« cb 
e*Ht£* [ix] aToi^fcbTajB-rs^t*^**. 
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Me 
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MS 3 64 (IM+H] + ) 
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(2) (1) 4. 2g£DMFl 7mlfc»JKU fc&T, **flrt"HJ 
C?A5 2 8mg*lPAfc«>-*aiCTl«?Ma»bfc. WR*tt**»b, 3 
?<tJL^)l 1.39ml £lJP;L. MCT 3 6 ^IBWbfc. EJ6*fc**iO*.* 

5 7?^bfc. 5 0ml H**U ^i&lCTm 

-^Doiftfcjasfte. 2 6g*in*.. HafcT3o#iBHii*ufc. asaac* 

EM i/U*y^*7A^DTh^^7^-lc:T)^i{U (2) 4. 

5 5 g ftMJAIMfi t UT#fc. 
10 MS 42 3 (IM+H] + ) 

(3) ft&m (2) 2. 1 9g$'^tW3 OmllCff^U h7>X-4 
- (* MrS^t h+S") ^BA^75>1. 6 5g£N.N' -*MV*?U 
e^XWTS > 1 . 0 8ml *JP^ 1 0 01C1CT 1 4lWl/fc. KJ£i£ 
fc*fclH*.* TOx^KeflbffiU &fc&&zlcTife&& v &*Bfeir^*~>C7A 

&U ft&tt#tt2. Og*#fco un^^^y-JH0ml»U 10% 
/19S*>A-Jft*l g&JP^ tK^JET (2. 7^JEE) » 2^TO»5t7n^fTo 

7hif77^-T-iltU (3) 1. 0 4g^fe»tbT#fc. 

20 MS 3 6 9 (W+H] + ) 

mxm i obim*) 

T^WJ^ti ttPS) jfel&TNF-ag£mdiii& (In vivo) 

Balb/cAnNCrj T^T. (6-8 9ft B*^^-;i/XUA-«j:D A¥) 
0. 5X^^;HrJl'0-7.^<J:^ 0. 2J5P EG— 6 OzK&fcTS/to (HC060. 

*)vx#.&mx) izxmmhrzumt^® (10 mg/kg, p. o. u 3o#f*i 

m^LPS (E. coli 0111:B4. Difco «fc*)A3s U >KJWi^l«fflRK:T*R* 
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S. 1 mg/kg 0. 4 ml/head, i.p.) 90»«fcTW*^x 

i&Lft£|H|JKLfco ifc^*© TNF-att DuoSet mouse TNF- a ELISA kit 
(genzymeTECHNE) iCTSH^fcfrofc. 
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TNF-a 


182 


m 


202 


57X 


239 


69X 


296 


52% 


300 


57X 
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m 0 m m 



5* [I] : 




J4 (CH2)n— R 1 



[>] 



5 



10 



15 



a;*, MBit. ^>-t?>si, +7?u>m, mmttt)b<tt- 

# ->7 / <t o fifes^ & j§«n3 i~ 3 mo 

mxmmznxh&<. 

x i b«tviC 1 ~c 4 7;^i/>^-r, 

/\ny>M^£fcte7;i'*;U£3lU 
ntt, (h 1, 2, 3£fc«4£^U 

R 1 ^ TkfJtMT, B&£nWTfc<i:^7;V*;k g&£nTlvCfc£ 
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t> □ T)V*)V, m&z nx v>t *> «k ^ 7x.-)Vtt\m&2 nx v> 
z\ z\ z 3 43<fctfz 4 tt, m-rh&f3L?x^x%&<. -en^tu 

CHSfcttNfc*b.fc£U Z 1 , Z\ Z 8 £J;tfZ 4 <D5t>3oUU:# 

G 2 te, tK^JTJn -NR 3 R 4 , -OR 5 , -SR s , -COR 6 , -CH 
R 7 R 8 *fc«^^S^b, 

r 3 ~r 8 kl sv^cs&flttT, wmznx^xh&^T 

2. S [la] : 



20 




[la] 
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^C 1 -C 4 7;MrI/>ft«U 

nfciu 0, 1, 2, 3£fc«4£^U 

R»tt, TK^IS^ -NR 3 R 4 , -OR 5 , -COR 6 £fctt-CHR 7 R 8 
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20 8. ^a#» ;\Dy>M^» M&smrvvTfc^w^Jk tt&sn-cwr 

i £fctt2<s©gTM&snwT*>«u^>i£>^ 

25 na<o£fc«i-e&D> 
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R 2 #, **»jp, -NR 3 R 4 , -OR 5 , -COR 6 ££&-CHR 7 R 8 T&0, 

r 3 ~r 8 ^ m>\z®&VT, *mm¥. m^nx^x%^7)v^)v, 
^xh^tDV/^-ov, 7Ji'3f>t*tijji', tt&snwcfcj;^^ 

io 9. ia^, Any>i^ 7M;k 7;i/33 t ^ 7;WKes&£n-o> 

n#0£fc«l-?&D, 
15 R 1 tfi, (1) tK^M^> 

(2) 7x~Jk 7;io*>\ 7;W1^75A ^7;WP75A 7;w#/-f 
JI/75A 7)V*r)VX)Vfr~)l75./. 7)V*)Vm&2nX^Xb£\t*% 

xm^nx^x%^7)v^)V, 

20 • (3) *® (i) ~ (v) J;Ofig^^e>)i«nsS"CgifeStlWT i fe)«kV^> 
(i) *gfcS, 

(i i) 7)13*^ m.7)Vu*i/\Z. 7)VU* : i/Xm&nX^X%& 

^) , 

25 (i i i) 75 7 m.7^J\t. 7JWK 7)Vj3J-()l&£Tf7)l>*)V 

x)\,*-)V£ o fczmfr p>m&nz>mxm&2tix\,*xh& , 

(iv) 7)V^)lM^nx^Xh^ti)W^)l, 

(v) 7)V*)l (iTi^iHl 7^3+^«fc^75/J:0^ 



WO 03/035638 



PCT/JP02/10937 



122 

(4) (i) ~ (v i) &r)f&z>mfrp>m&n%&'zm&2nT^T>b£^ 

(i i) T)V*)V (.WCr)V*MZ, ADy>HB% 7K®g*3J:tf7 i-JI' 
(ill) >>TA 

( i v) 7;m*-x 
10 (v i) mmmagmmtifrX-)^ %tc\z 

(5) *<D(i)-(iv) J;D^»36^B«tlSS'r«^nTViT ! bJ:Vi 
(i) 7;v=i^->*;^n;K 

(i i) 7)v*)v (m7)\<*Mt, 7mm. 7)V3*is&&zf7)v*)im 

(i i i) T)\s*J^)\s%>£tS 
( i v) T^^X^^-Jl/ 

20 Z*tCH^fcttN"C&D, 

R 2 ^tK^M-?> -NR 3 R\ -OR 5 , -COR 6 Sfctt-CHR 7 R 8 t»D, 
R 3 ~R 8 #. SWcMeLT, 

(1) tK^M^ 

(2) &0 (i) ~ (v i 1) «fc0j££S^e>j^m5gTg&$nWT 
25 t>«kVi7;i/^ : 

( i ) tKKS> 

(i i) 7;m*~x 

(i i i) (^75 tm;k yiWy-fWi^w 
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(i v) 7)bn*>'j])l#-)V : 

(v) ^©a) ~g) £Qf8.zmfr*>M&nz&T-mm£nT^Tb£^ 

a) tK^S» 

5 b) 7;wueiisnTViT i b«fcVi75y> 

c) 7;wtjy-r;w7^A 

d) 7;wia>WcyKr3 A 

10 nss-eggisnTViT%><tvi) , 

f) 

15 H) , *5<fctf 

(v i i) «SKIR^i 7;WPT«»SnTV»T%>J: 

(3) t;w^-;k 

(4) r;vci*-x 

20 (5)*o(!)- dv) cfco^sd^ji^n^-eesisnT^T*) 

(i)*BS», 

d i) r;wn+'X 

(i i i) (^T^y«> 7;w^cfctKT;^y-r;i/«fc0fi)&^ 
25 ^ssfcmsSTg&snwxfcj;^) , &&zf 

( i v) 7;m^^*;w4?-;K 

( 6 ) r; ft WT d; t^jWW Jk 

(7) TfrU^sttWfr, 

(8) *® (i) ~ (v I i) J: 0fi!c§ii^l«n5Sttil$nT^T 
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( i ) /\u?>m=?. 

( i i ) tK^S, 
(i i i) 7*3*Sa 
5 (iv) (m75.S\t, 7)l*)V* 7)VfiJ^)V, 7)Vu*i/lJ)\, 

#-)V*>£lS7)V*)WVi£=.)V J: 0 Bfc3f^ e>jltfnaaT*@&£ 

(v) (i7;p^nt 7*3*5/, 7$y*s.J:tf7* 
lo «a$nxv>T«b«k^) , 

(vi) 7JW/'f***'>*J:tf 

(v i i) 7***Wfc*ttTVvcfc*V»**/ , tfE-f*, 

nw^iv^i- *, 
is (io) (i) ~ (v) j:o«*»j^5a«naaixwi^nTv>T*> 

(i) 7Wr^ 0*7***tt» 7i-;K 7*3*5', 75 

7 43j:tf7***SBfc2 nwxfe «fc v***/*^ *± d 

20 (i i) 7*3*^* *#X*, 

(i i i) 7*#/-Ok 
( i v) 7***X*#3*fc£tf 
(v) **V, 

(11) TkBfcg, 75y**tf7**>''f*75y«k0«»^6atfns 

25 ST©ftsnr^T , b«fcv^>^o7***aift*;i'fc;K 

(12) «Kij|S;SBIft**^3;v 

io. »a#, 7^*19^ 7***£<fctf7*3*~>«fc9f£5» 
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n#0£&W:lT*<&9> 

r*#> (i) **jr3\ 
5 (2) 7xn;K 7;v*»7sa ^tvi^/wtsa tmsj 

(3) (i) ~ (v) i0fiJ£-5»^e > M«n^Tgm^tlT^T ! bJ:Vi>' 

10 i'QTMil/: 
(i)TKISS, 

( i i) 7)Vn**s (^7JW3=lr->tt7;V3^v@^$nTViT ! b<fc^) , 
(i i i) 75/ (M75/«, 7)Vt>;4)l#£.Zfi7)V*)V 

15 (i v ) 7;w^;w«Si$nTViT 5 b«J:Vi*;w;x : E'f;K ^«fct^ 

(v) 7;W*;P (ITWJHt 7KmS*«k^75y«kD^S^^S« 

(4) *© (i) ~ (iv) .fcO^^^insSTgSISnTViT'bctVi 

20 (i) AO^>Ef, 

(i i) AD^M^TM&SnTVrcfc^V^Wk 
(i i i) v-7A *3«ktf 
(iv) 7;W3^ri/» 

(5) mm&rebK>* 

25 Z#CH£fcteNT?fcD, 

R 2 #, -NR 3 R 4 , -OR 5 , tfcttCOR 6 -CS)0> 

R 3 ~R 6 #, I^CJKLT, 

(1) tK^IKtP, 

(2) ^0 (i) ~ (v i) ,fco^^6ji«n^-efim$nTViT% 
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&\,*7)V*)l : 

( i ) 7mm. 

(i i) 7)Vzi^=y, 

(i i i) 7)VU*i'jl)V'$-)\'* 

5 . (u) wa) ~e) &r)fczmfrzmi*nzm^m&i<nx\,*Th£ 

\*i/>7U7)\'*)l. 

a) tKKcS* 

b) 7;WWS&£ftTV>TfcJ;V>75y. 

c) 7)V^3/-i)V7B.J. 

(v) 7;U3*S'^£ttTlATfc < £V>:7x:^;k £J:tf 
15 (v i ) 1gi5tSit5£X, 

(4) 7;m*-x 

^^)v^=.)i^r)mm*^mun^mxm^nx^xh^ 

20 ' r;w#y-f;k 

(6) <i) ~ (v) e tD«»e > s«nss-c@gi$nT^T i t>cj; 

( i ) *8££, 

(i i) T^n^'X 

25 (i i i) m;K tw^^ 7;m^>;*j 

(iv) 7)WV (M7fr*M^ 7mM. 75 7^J:^rMJHlftS 



WO 03/035638 



127 



PCT/JP02/10937 



(v) 7)v*)vm&znT^xh£^*)Vrt : E'()\', 

11. *[Ib] 




10 

kttl£fcKi:2£SU k^2©t#, 2 0©R 1 Hi^--C%gfc-3TV> 

15 R 12 «U (1) C r C 4 7». 

(2) C^C 4 ^n7JI4^fM 

(3) *;wtrE<;v/^ 

(4) >7A ADy>ff, CrC,7WfeJ: 
20 SnWCfeJ^vOSW 

Z 8 ttCH*fcttN**U 

R 13 tt, (1) (i) - (i i i) iO**»*6«H*l**T?W(ia 
nT V>T t) «k Vi C 1 ~ C 6 7)V*)V : 
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(i) &<Da) ~e) «fc0rit*»^6aJin*STil»*nWTt>«k 
ViC 5 -C 7 '>^OT;WK 

a) zKUSk 

b) c 1 ~c 4 T;wwBm$nxviT i bJ;^T5y, 
5 c) c 1 ~c 4 7;^y-r;i'75y, 

e) c 1 ~c 4 r;i'^fiSi$nTViTt)ci:i/i*;PA ,; E-r;p 

10 ( i i ) 

(i i i) c 1 ^c 4 T;WV«msnTViT ! bJ:Vi*;p;w;K 

(2) *© <i> ~ (1 1 i) i^ssf^^stftissttisnT^t 

15 ( i ) Tk&g, 

(i i) *gfe»* 7^y^«k^C 1 ~C 4 7;Wl'fiSl^nT^Tt)cfc 

(i i i) c 1 ~c 4 7;wi/SSi$nT^T s b«t^;ww;w 
20 z&r* 

12.. R lx iO*» 7K^^, 7v*fif, ;*^;W3cfctf*h*>'<fct) 

25 

Si£©$8HSf£i iOT«©fls^«*fctt"t©lia»K:i l lP«^5*«. 

13. R 1 1 *J**Bf*fctt7»; SWfFfC* 0 , 
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R 13 #, (1) *® (I) ~ <i 1) «k9«£l*fc&£«n*STB&3nW 
Tfc«fcV>C 1 ~C 6 7;i/*;i': 
5 kKD^>C 1 -C 4 7W^C 1 ~C 4 7JP 

5gTB&$nwxfcJ:v>c s ~c 7 ^n7JWk 

(i i) 

(2) » (i) ~ (i i i) cko^ii^es^nss-cgmsnT 

(i)zK8fcS. 

(i i) tKB6S> 7Sy*±tfC 1 ~C 4 7/WWttSnTVvt 
15 (i i i) C^C^fr&VWmznT^Xh&WW^fr 
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WO 85/02402 Al (AMERICAN HOSPITAL SUPPLY CORP.) 1985.06.06 & 
US 4532250 A & CA 1258072 A & AU 8436783 A & EP 162102 Al & 
JP 61-500494 A 

US 3538104 A(GEIGY CHEM. CORP. ) 1970.11.03 & 

DE 2009408 A & NL 7002463 A & CH 526566 A & BE 746656 A & 

FR 2034575 A & ES 376965 A & BR 7017105 A & GB 1305273 A 
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WO 96/21452 Al (SMITHKLINE BEECHAM CORP. ) 1996. 07. 18 & 
ZA 9600094 A & AU 9646572 A & US 5593992 A & US 5663334 A & 
NO 9703167 A & BR 9606904 A & FI 9702901 A & EP 809499 Al & 
SK 9700902 A & CZ 9702158 A & KR 98701278 A & NZ 301204 A & 
HU 9702409 A & US 6103936 A & IL 116455 A & IL 134324 A ft 
IL 134322 A & CN 1177299 A & IL 134323 A & NO 200106225 A ft 
NO 200106226 A & JP 10-512555 A & JP 2002-105047 A 


1-13 
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WO 96/21654 Al (SMITHKLINE BEECHAM CORP. ) 1996. 07. 18 ft 
AU 9647704 A & ZA 9600156 A & NO 9703231 A ft EP 802908 Al & 
FI 9702970 A ft BR 9607097 A & CZ 9702195 A ft JP 10-512264 A 
ft KR 98701374 A ft NZ 302117 A ft HU 200102677 A 
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WO 96/40143 Al (SMITHKLINE BEECHAM CORP. ) 1996. 12. 19 ft 
AU 9662726 A ft ZA 9604723 A ft NO 9705716 A ft EP 831830 Al ft 
CZ 9703925 A ft BR 9608591 A ft HU 9802259 A ft JP 11-513017 A 
ft KR 99022574 A ft NZ 311403 A ft US 6218537 Bl ft 
IL 118544 A ft TW 442481 A ft CN 1192147 A 
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WO 00/64894 Al (TAKEDA CHEM. IND. , LTD. ) 2000. 11. 02 ft 
AU 200038401 A ft JP 2001-114779 A ft NO 200105156 A ft 
EP 1180518 Al ft BR 200009952 A ft CZ 200103805 A ft 
SK 200101495 A ft KR 2001111314 A ft CN 1353710 A 
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WO 99/01449 Al (NOVARTIS A.G.) 1999.01.14 ft 
ZA 9805656 A ft AU 9888015 A ft NO 9906429 A ft EP 993456 Al ft 
CZ 9904741 A ft SK 9901865 A ft BR 9810955 A ft CN 1261885 A ft 
JP 2001-506280 A ft HU 200003351 A ft KR 2001013215 A ft 
TW 429258 A ft US 6300347 Bl ft NZ 501275 A 
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WO 99/03837 Al (ORTHO-MCNEIL PHARM. INC. ) 1999. 01. 28 ft 

AU 9887570 A ft US 6040320 A ft EP 994858 Al ft KR 2001014288 A 

ft JP 2002-515915 A 


1-13 



EtsSPCT/I SA/2 10 (®2-<-^©i^#) (1 9 9 8¥7£) 



